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WHAT IS CLAIMED IS: 



10 



15 



1 . A method for achieving a therapeutu/ effect in a 
mammal in need thereof which comprises administering to said mammal 
amounts of at least two therapeutic agents selec^d from a group 
consisting of: 

a) a prenyl-protein transferase inhibitor and 

b) an antineoplastic agent. 

2. The method according to Claim 1 wherein an amount of 
a prenyl-protein transferase inhibitor and an amount of an antineoplastic 
agent are administered simultaneously. 

3. The method according to Claim 1 wherein an amount of 
an antineoplastic agent and/an amount of a prenyl-protein transferase 
inhibitor are administered/consecutively. 



20 



4. The method according to 
therapeutic effect is treatment of cancer. 



taim 1 wherein the 



25 



30 



5. The method according" to Claim 4 wherein the 
therapeutic effect is selected from inhibition of cancerous tumor growth 
and regression of cancerous tumors. 




6. The method aecor< 
antineoplastic agent is selected fr< 

a) a nucrottibule-st^ilising/Sig^ht; 

b) a microtubule^aisruptor agent; 

c) an alkylating/agent; 

d) an anti-metabolite; 

e) epidophyliotoxin; 

f) an antineoplastic enzyme; 

g) a topoisomerase inhibitor; 



to Claim 4 wherein the 
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h) procarbazine j 

i) mitoxantrone; 

j) a platinum coordination complexe; 
k) a biological response modifier; 
5 1) a growth inhibitor; 

m) a hormonal/an ihormonal therapeutic agent and 
n) a haematopoiet c growth factor. 

7. The method according to Claim 4 wherein the 
10 antineoplastic agent is a member of a class of anti-neoplastic agents, said 
class selected from: the anthracycline family of drugs, the vinca drugs, 
the mitomycins, the bleomycins, the cytotoxic nucleosides, the taxanes, 
the epothilones, discodermolide, the pteridine family of drugs, diynenes, 

the podophyllotoxins. 



15 



20 



25 



aromatase inhibitors and 



antineoplastic agent is se 



8. The method according to Claim 4 wherein the 




scted fiom: paclitaxel, docetaxel, epothilone A, 
epothilone B, desoxyepotliilonef A, desoxyepothilone B, doxorubicin, 
carminomycin, daunorubi cio^yafrrinopterin, methotrexate, methopterin, 
dichloro-methotrexate, mitomycin C, porfiromycin, 5-fluorouracil, 6- 
mercaptopurine, gemcitahine, cytosine arabinoside, podophyllotoxin, 
etoposide, etoposide phosj)hate, teniposide, melphalan, vinblastine, 
vincristine, leurosidine, vindesine, leurosine, estramustine, cisplatin, 
carboplatin, cyclophosphamide, bleomycin, tamoxifen, ifosamide, 
melphalan, hexamethyl m< famine, thiotepa, cytarabin, idatrexate, 
trimetrexate, dacarbazine, L-asparaginase, camptothecin, CPT-11, 
topotecan, ara-C, bicalutamide, flutamide, leuprolide, a 
pyridobenzoindole derivative, an interferon and an interleukin. 

9. The method ap6ording to Claim 4 wherein the 
antineoplastic agent is selected from; paclitaxel, epothilone A, epothilone 
B, desoxyepothilone A, desoxyepothilone B, doxorubicin, daunorubicin, 
5-fluorouracil, etoposide, vinblastine, estramustine, cisplatin, ara-C and 
bicalutamide. 
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10. The method according to Claim 4 wherein the prenyl- 
protein transferase inhibitor is selected from: / 



5 2(S)-Butyl- 1 -(2,3-diaminoprop- 1 -yl)- 1 -( 1 -naphthoyl)piperazine; 

l<3-Amino-2-(2-naphthylmethylamino)pi^p-l-yl)-2(S)-butyl-4-(l- 
naphthoyl)piperazine; / 

1 0 2(S)-Butyl- 1 - { 5- [ 1 -(2-naphthylmethylV|-4,5-dihydroimidazol } methy 1-4- 
( l-naphthoyl)piperazine; / 

l-[5-(l-Benzylimidazol)methyl]-2yS)-butyl-4-(l-naphthoyl)piperazine; 

15 1 - { 5- [ 1 -(4-nitrobenzy 1)] imidazoMmethyl } -2(S )-butyl-4-( 1 - 
naphthoyl)piperazine; / 

l-(3-Acetamidomethylthio-2(R)-aminoprop-l-yl)-2(S)-butyl-4-(l- 
naphthoy l)piperazine ; / 
20 / 

2(S)-Butyl-l-[2-(l-imid£yzolyl)ethyl]sulfonyl-4-(l-naphthoyl)piperazine; 

2(R)-Butyl-l-imidazolyl-4-methyl-4-(l-naphthoyl)piperazine; 

25 2(S)-Butyl-4-(l-napttthoyl)-l-(3-pyridylmethyl)piperazine; 

l-2(S)-butyl-(2(RH4-nitrobenzyl)amino-3-hydroxypropyl)-4-(l- 
naphthoyl)piperazine; 

30 l-(2(R)-Amino/3-hydroxyheptadecyl)-2(S)-butyl-4-(l-naphthoyl)- 
piperazine; / 

2(S)-Benzyl/l-imidazolyl-4-methyl»4-(l-naphthoyl)piperazine; 
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l-(2(R)-Amino-3-(3-benzylthio)propyl)-2(S)-butyl-4-(l- 
naphthoyl)piperazine; / 



C/ 1 " ( l-(2(R)-Amino-343-(4-nitrobenzylthio)protfyl])-2(S)-bu 
5 naphthoyl)piperazine; / 

2(S)-Butyl-l-[(4-imidazolyl)ethyl]-4-(l-^aphthoyl)piperazine; 

2(S)-Butyl-l-[(4-imidazolyl)methyl]-^-(l-naphthoyl)piperazine; 
10 J 

2(S)-Butyl- 1 -[( 1 -naphth-2-ylmethW)- 1 H-imidazol-5-yl)acetyl]-4-( 1 - 
naphthoyl)piperazine; / 

2(S)-Butyl- 1 -[( 1 -naphth-2-ylm/thy 1)- 1 H-imidazol-5-yl)ethy l]-4-( 1 - 
15 naphthoyl)piperazine; / 

l-(2(R)-Amino-3-hydroyfH^pyl)-2(S)-butyl-4-(l-naphthoyl)piperazine 

l-(2(R)-Amino-4-hydrc^ybutyl)-2(S)-butyl-4-(l-naphthoyl)piperazine; 
20 / 

l-(2-Amino-3-(2-ben^yloxyphenyl)propyl)-2(S)-butyl-4-(l- 
naphthoyl)piperazine; 

l-(2-Amino-3-(2Vhydroxyphenyl)propyl)-2(S)-butyl-4-(l- 
25 naphthoyl)pipenLzine; 

l-[3-(4-imida^olyl)propyl]-2(S)-butyl-4-(l-naphthoyl)-piperazine; 

2(S)-n-BWl-4-(23-dimethy^^ 
30 piperazin-^-one; 

2(S)-n-Butyl-l-[l-(4-cyanobenzyl)imidazol-5-ylmethyl]-4- 
dimetnylphenyl)piperazin-5-one; 
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l-[l-(4-Cyanobenzyl)imidazol-5-ylmethyM-4-(2,3-dimethylphenyl)- 
2(S)-(2-methoxyethyl)piperazin-5-one; / 

2(S)-«-Butyl-4-( 1 -naphthoyl)- 1 -[ 1 -( 1 -riaphthylmethyl)imidazol-5- 
5 ylmethyl]-piperazine; / 

2(S)-n-Butyl-4-( 1-naphthoyl)- 1 -[ 1 -^-naphthylmethyl)imidazol-5- 
ylmethyl]-piperazine; / 

1 0 2(S )-n-Buty 1- 1 - [ 1 - (4-cy anobenz vl)imidazol-5 -y lmethyl] -4-( 1 - 
naphthoyl)piperazine; / 

2(S)-n-Butyl- 1 -[ 1 -(4-methoxy/benzyl)imidazol-5-ylmethyl]-4-( 1 - 
naphthoyl)piperazine; / 
15 / 

2(S)-n-Butyl- 1 -[ 1 -(3-methVl-2-butenyl)imidazol-5-ylmethyl]-4-( 1 - 
naphthoyl)piperazine; / 

2(S)-n-Butyl- 1 -[ l-(4-fWorobenzyl)imidazol-5-ylmethyl]-4-( 1 - 
20 naphthoyl)piperazine;/ 

2(S)-n-Butyl- 1 - [ 1 -f/-chlorobenzyl)imidazol-5-ylmethyl]-4-( 1 - 
naphthoyl)piperazme; 

25 l-[l-(4-Bromobenzyl)imidazol-5-ylmethyl]-2(S)-n-butyl-4-(l- 
naphthoyl)piperazine; 

2(S)-n-Butyl/4-( 1 -naphthoyl)- 1 -[ 1 -(4-trifluoromethylbenzyl)imidazol- 
5-ylmethyll/piperazine; 
30 / 

2(S)-rc-Biftyl- 1 -[ 1 -(4-methy lbenzy l)imidazol-5-ylmethyl] -4- ( 1 - 
naphthoyl)-piperazine; 
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2(S)-n-Butyl- 1 - [ 1 -(3-methylbenzy/l)imidazol-5-ylmethyl]-4-( 1 - 
naphthoyl)-piperazine; / 

1 -[ 1 -(4-Phenylbenzyl)imidazol-5-ylmethyl]-2(S)-n-butyl-4-( 1 - 
5 naphthoyl)-piperazine; / 

2(S)-n-Butyl-4-(l-naphthoyl)-l-[l-(2-phenylethyl)imidazol-5-ylmethyl]- 
piperazine; / 

10 2(S )-n-Buty 1-4- ( 1 -naphthoytt- 1 - [ 1 - (4-trifluoromethoxy )imidazol-5 - 
ylmethyl]piperazine; / 

1 - { [ l-(4-cyanobenzyl)- lH-imidazol-5-yl] acetyl } -2(S)-n-butyl-4-( 1 - 
naphthoyl)piperazine; / 
15 / 

(S)-l-(3-Chlorophenyl)/4-[l-(4-cyanobenzyl)-5-imidazolylmethyl]-5-[2- 
(methanesulfonyl)ethyi]-2-piperazinone; 

(S)-l-(3-Chlorophenyl)-4-[l-(4-cyanobenzyl)-5-imidazolylmethyl]-5-[2- 
20 (ethanesulfonyl)ethyl]-2-piperazinone; 

(R)- 1 -(3-Chlorophafnyl)-4- [ 1 -(4-cyanobenzy l)-5 -imidazolylmethyl] -5 - [2- 
(ethanesulfonyl)methyl]-2-piperazinone; 

25 (S)-l-(3-Chlorophenyl)-4-[l-(4-cyanobenzyl)-5-imidazolylmethyl]-5-[N- 
ethyl-2-acetamido]-2-piperazinone; 

(±)-5-(2-ButynM)-l-(3-chlorophenyl)-4-[l-(4-cyanobenzyl)-5- 

imidazolylmethyl]-2-piperazinone; 
30 / 

l-(3-Chloropnenyl)-4-[l-(4-cyanobenzyl)-5-imidazolylmethyl]-2- 
piperazinone; 

5(S)-ButylA-[l-(4-cyanobenzyl-2-methyl)-5-imidazolylmethyl]-l-(2,3- 
35 dimethylpnenyl)-piperazin-2-one; 
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4-[l-(2-(4-Cyanophenyl)-2-propyl)-5-imidazolylmethyl]-l-(3- 
')/ J chlorophenyl)-5(S)-(2-methylsulfonyfethyl)piperazin-2-one; 

5(S)-n-Butyl-4-[l-(4-cyanobenzyl)-5/imidazolylmethyl]-l-(2- 
5 methylphenyl)piperazin-2-one; 

4-[l-(4-Cyanobenzyl)-5-imidazoly^ethyl]-5(S)-(2-fluoroethyl)-l-( 
chlorophenyl)piperazin-2-one; 

10 4-[3^4-Cyanobenzyl)pyridin-4-ylj-l-(3-chlorophenyl)-5(S)-(2- 
methylsulfonylethyl)-piperazin-2/one; 



15 



4-[5-(4-Cyanobenzyl)-l-imidaz9lylethyl]-l-(3-chlorophenyl)piperazin- 
2-one; 

2(S)»[2(S)-[2(R)-Amino-3-mecbapto]propylamino-3(S)-methyl]- 
pentyloxy-3-phenylpropionyl^homoserine lactone, 



2(S)-[2(S)-[2(R)-Amino-3-mercapto]propylamino-3(S)- 
methyl]pentyloxy-3-phenylpropionyl-homoserine, 

20 

2(S)-[2(S)-[2(R)-Amino-3/mercapto]propylamino-3(S)- 
methyl]pentyloxy-2-methy 1 -3-phenylpropionyl-homoserine lactone, 

2(S )- [2(S )- [2(R)- Amino f 3 -mercapto] propylamino- 3 (S )- 
25 methyl]pentyloxy-2-methyl-3-phenylpropionyl-homoserine, 

2(S)-[2(S)42(R)-Am^o-3-mercapto)propylamino-3(S)- 
methyl]pentyloxy-4-pentenoyl-homoserine lactone, 

30 2(S)-[2(S)^2(R)-A^ino-3-mercapto]propylamino-3(S)-methyl]- 
pentyloxy-4-pentenoyl-homoserine, 



35 



2(S)-[2(S)-[2(R>Amino-3-mercapto]propylamino-3(S)- 
methyl]pentyloxypentanoyl-homoserine lactone, 
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2(S)42(S)-[2(R)-Amino-3-mercapto]propylaniii^)-3(S)- 
methyl]pentyloxypentanoyl-homoserine, 

2(S)-[2(S)42(R)-Amino-3-mercapto]propylamino-3(S)-methyl]5- 
pentyloxy-4-methylpentanoyl-homoserine lac/one, 



2(S)-[2(S)-[2(R)«Amino-3-mercapto]propyWmino-3(S)- 
methyl]pentyloxy-4-methylpentanoyl-homoserine, 

10 2(S)-[2(S)-[2(R)-Amino-3-mercaptolpropwamino-3(S)- 
methyllpentyloxy-3-methylbutanoyl-homq)serine lactone, 

2(S)-[2(S)-[2(R)-Amino-3-mercapto]prorfylamino-3(S)- 
methyl]pentyloxy-3-methylbutanoyl-hor5ioserine, 

15 

2(S)-[2(S)-[2(R)-Amino-3-mercapto]pr/)pylamino-3(S)- 
methyl]pentyloxy-3-phenylbutanoyl-homoserine lactone, 



2(S)-[2(S)-[2(R)-Amino-3-merca^ 
20 pentyloxy-3-phenylbutanoyl-homoserine, 

2(S ) - [2(S )- [2 (R)- Amino- 3 -mercapto] propy lamino- 3 (S ) - 

methyl] penty lthio-2-methy 1-3 -phOTiylpropionyl-homoserine lactone, 

25 2(S)-[2(S)-[2(R)-Amino-3-mercApto]propylamino-3(S)- 

methyl]pentylthio-2-methyl-3-phenylpropionyl-homoserine, 



30 



2(S)-[2(S)-[2(R)-An^no-3-mfercapto]propylamino-3(S)- 
methyl]pentylsulfonyl-2-methyl-3-phenylpropionyl-homoserine lactone, 

2(S)-[2(S)-[2(R)-Amino-3 / -mercapto]propylamino-3(S)-methyl]- 
pentylsulfonyl-2-methyiy3-phenylpropionyl-homoserine, 

2(S)-[2(S)-[2(R)-Amin6-3-mercapto]propylaniino-3(S)-methyl]- 
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pentyloxy-3-phenylpropionyl-methionine/methyl ester, 

2(S)-[2(S)-[2(R)-Amino-3-mercapto]p^pylamino-3(S)- 
metliyl]pentyloxy-3-phenylpropionyl-methionine, 

2(S)-[2(S)-[2(R)-Amino-3-mercapto|propylamino-3(S)- 
methyl]pentyloxy-3-phenylpropionyd-methionine sulfone methyl ester, 

2(S)-[2(S)-[2(R)-Amino-3-mercap/o]propylamino-3(S)- 
methyl]pentyloxy-3-phenylpropionyl-methionine sulfone (Compound 6), 

2(S)-[2(S)-[2(R)-Amino-3-mercapto]propylamino-3(S)-methyl]- 
pentyloxy-3-phenylpropionyl-rnethionine sulfone isopropyl ester, 

2-(S)-[2(S)-[2(R)-Amino-3-mfercapto]propylamino-3(S)-methyl]- 
pentyloxy-3-naphth-2-yl-propionyt-methionine sulfone methyl ester, 

2-(S)-[2(S)-[2(R)-Amino-37mercapto]propylamino-3(S)-methyl]- 
pentyloxy-3-naphth-2-yl-propionyI-methionine sulfone, 

2-(S)-[2(S)-[2(R)-Aminc/3-mercapto]propylamino-3(S)- 
methyl]pentyloxy-3-naimth-l-yl-propionyl-methionine sulfone methyl 
ester, / 

2-(S)-[2(S)-[2(R)-Amino-3-mercapto]propylamino-3(S)- 
methyl]pentyloxy-3ynaphth- 1 -yl-propiony 1-methionine sulfone, 

2KS)-[2(S)-[2(R)-Amino-3-mercapto]propylamino-3(S)- 
methyllpentyloxyA3-methybutanoyl-methionine methyl ester. 

2-(S)-[2(S)-[2(R)-Amino-3-mercapto]propylamino-3(S)- 
methyl]pentyldxy-3-methybutanoyl-methionine, 
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Disulphide of 2(S)-[2(S)-[2(R)-Amin6-3-mercapto]propylamino- 
3(S)methyl]pentyloxy-3-phenylpropibnyl-homoserine lactone, 

Disulphide of 2(S)-[2(S)-[2(R)-Am/no-3-mercapto]propylamino-3(S)- 
5 methyl]pentyloxy-3-phenylpropionyI-homoserine, 

Disulphide of 2(S)-[2(S)-[2(R)-A/mino-3-mercapto]propylamino- 
3(S)methyl]pentyloxy-3-methylbutanoyl-methionine methyl ester 

10 1 -(4-Biphenylmethyl)-5-(4-cy atiobenzyl)imidazole 



l-(4-Cyanobenzyl)-5-(4 , -phe/iylbenzamido)ethyl-imidazole 

15 

l-(2 , -Trifluoromethyl-4-bi^henylmethyl)-5-(4-cyanobenzyl)imidazole 
l-(4-Biphenylethyl)-5-(4-/:yanobenzyl)imidazole 

20 

l-(2 , -Bromo-4-biphenyl4iiethyl)-5-(4-cyanobenzyl)imidazole 



1 -(2-Methyl-4-biphen(ylmethyl)-5-(4-cyanobenzyl) imidazole 

25 

l-(2 , -Trifluoromethoxy-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 



30 l-(4-(3\5 , -dichlorp)-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 



l-(2-Methoxy-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 



- 310 



WO 98/54966 



PCT/US98/08646 



1 -(2 , -Chloro-4-biphenylmethy l)-5y(4-cyanobenzyl) imidazole 



5 1 -(2-Chloro-4-biphenylmethy l)-3-(4-cyanobenzy 1) imidazole 



10 



l-(3-Chloro-4-biphenylmethyl)/-5-(4-cyanobenzyl) imidazole 



l-(4-(3 , ,5 l -Bis-trifluorometh]/l)-biphenylmethyl)-5-(4-cyanobenzyl) 
imidazole 



15 l-(2 , -Trifluoromethyl-4-biphenylmethyl)-5-(4-cyanobenzyl)-4- 
methylimidazole 



20 



l-(4-Biphenylmethyl)-57(4-cyanophenyloxy)-imidazole 
5-(4-Cyanophenyloxy> 1 -(2'-methyl-4-biphenylmethyl)-imidazole 



25 



5-(4-Biphenyloxy)-V-(4-cyanobenzyl)-imidazole 



5-(2-Methyl-4-biphenoxy)-l-(4-cyanobenzyl)-imidazole 



30 5-(4-(3\5 , -dichl6ro)biphenylmethyl)-l«(4-cyanobenzyl)imidazole 



35 



1 -(4-biphenyltoethyl)-5-( 1 -(R,S)-acetoxy- 1 -(4- 
cyanophenyljmethylimidazole 
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l-(4-Biphenylmethyl)-5-(l-(R,SA-hydroxy-l-(4-cyanophenyl) 
methylimidazole / 

l-(4-Biphenylmethyl)-5-(l-(W,S)-amino-l-(4-cyanophenyl) 
methylimidazole / 

1 0 1 -(4-biphenylmethy l)-5-( 1 -(R,S)-methoxy- 1 -(4-cy anopheny 1)- 
methylimidazole / 



1 -(4-Cyanobenzyl)-5- ( 1 -hydroxy- 1 -(4-biphenyl)-methy 1 imidazole 
15 / 

l-(4-Cyanobenzyl)-5-(l-oxo-l-(4-biphenyl)-methyl imidazole 

l-(4-Cyanobenzyl)-5y(l-hydroxy-l-(3-fluoro-4-biphenyl)-methyl)- 
20 imidazole / 



1 -(4-Cyanobenzyl w5-( 1 -hydroxy- 1 -(3-biphenyl)methyl-imidazole 

25 / 

5-(2-[ 1 , 1 -Biphenvl] vinylene)- 1 -(4-cy anobenzyl)imidazole 

l-[N-(l-(4-cyanobenzyl)-5-imidazolylmethyl)amino]-3-methoxy-4- 
phenylbenzene / 
30 / 

l-(4-Biphenylmethyl)-5-(4-bromophenyloxy)-imidazole 

l-(3 , -Methyl-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 

35 
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l-(4 , -Methyl-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 



l-(3'-Trifluoromefo^ 



imidazole 



l-(4 , -Trifluoromethyl-4-byphenylmethyl)-5-(4-cyanobenzyl) 
10 imidazole 



15 



20 



30 



1 -(3-Chloro-4-biphenylmethyl)-5-(4-cy anobenzy 1) imidazole 



l-(4 f -Chloro-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 



l-(2' 3 , -Dichloro-4-ttiphenylmethyl)-5-(4-cyanobenzyl) imidazole 



1 -(2 , 4 , -Dichloro-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 



25 l-(2 , 5'-Dichloro-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 



l-(3'-Trifluor/)methoxy-4-biphenylmethyl)-5-(4-cyanobenzyl) 
imidazole 



l-(2 , -Huoi/o-4-biphenylmethyl)-5-(4-cyanobenzyl) imidazole 
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1 -(4-(2' -Trifluoromethylphenyl)-2-CMlorophenylmethyl)-5-(4- 
cyanobenzyl) imidazole / 

5 1 - { 1 -(4-(2 , -trifluoromethylphenyl)©heny l)ethyl } -5-(4-cy anobenzy 1) 
imidazole / 

l-(2 f -Trifluoromethyl-4-biphenyipropyl)-5-(4-cyanobenzyl) 
10 imidazole / 

l-(2'-N-t-Butoxycarbonylammo-4-biphenylmethyl)-5-(4- 
cyanobenzyl) imidazole / 

15 l-(2 ? -Aminomethyl-4-biphenylmethyl)-5-(4-cy anobenzy 1) imidazole 

l-(2 , -AcetylaminomethVl-4-biphenylmethyl)-5-(4-cyanobenzyl) 
imidazole / 

20 l-(2 , -Methylsulfonylaminomethyl-4-biphenylmethyl)-5-(4- 
cyanobenzyl) imidazole 

l-(2 , -Ethylaminomethyl-4-biphenylmethyl)-5-(4-cyanobenzyl) 
imidazole / 
25 / 

l-(2 , -Phenylaminomethyl-4-biphenylmethyl)-5-(4-cyanobenzyl) 
imidazole / 

l-(2 , -GlycinYlaminomethyl»4-biphenylmethyl)-5-(4-cyanobenzyl) 
30 imidazole / 

l-(2'-Memyl-4-biphenylmethyl)-2-chloro-5-(4-cyanobenzyl) 
imidazole 
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l-(2 , -Methyl-4-biphenylmethyl)- 4^chloro 5-(4-cyanobenzyl) 
imidazole / 

l-CS'-Chloro^-methyW-bipheiXlmethyl)^^^ 
5 cyanobenzyl)imidazole / 

l-(3 , -Chloro-2-methyl-4-biphfenylmethyl)-5-(4- 
cyanobenzyl)imidazole / 

10 / 
l-(3'-Trifluoromethyl-2-r^^ 
cyanobenzyl) imidazole / 

15 l-(3 , -Trifluoromethyl-i-methyl-4-biphenylmethyl)-5-(4- 
cyanobenzyl)imidazole 

l-(3 , -Methoxy-2-mfethyl-4-biphenylmethyl)-5-(4- 
20 cyanobenzyl)imidazole 

l-(2 , -Chloro-4'-fluoro-4-biphenylmethyl)-5-(4- 
cyanobenzyl)imidazole 
25 / 

l-(2 , -Ethyl-4-piphenylmethyl)-5-(4-cyanobenzyl)imidazole 

30 l-(2 , -(2-Propyl)-4-biphenylmethyl)-5-(4-cyanobenzyl)imidazole 

l-(2 , ^2-Methyl-2-propyl)-4-biphenylmethyl)-5-(4- 
cyanobenzyl)imidazole 
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l-(2 , -Ethyl-4-biphenylmethyl)-5-(4-(l^f-tetrazol-5- 
yl))benzyl)imidazole 



l-[l-(4-Cyanobenzyl)imidazol-5-y^ethoxy]-4-(2'-methylphenyl)-2- 
(3-N-phthalimido- 1 -propy l)benzer 



10 



1 - (3 \ 5 ' -Ditrifluoromefo^ 
cy anob enzy 1) imidazole 



15 l-(3\5^Chloro-2-methyl-4/biphenylmethyl)-5-(4- 
cyanobenzyl)imidazole 



l-(3\5'-Dimethyl-2-me^yl-4-biphenylmethyl)-5-(4- 
20 cy anobenzy l)imidazole y 



l-(3-(N-Boc-aminoi^ethyl)-4-biphenylmethyl)-5-(4-cyanobenzyl)- 
imidazole 



25 



l-(3-Aminomethyl-4-biphenylmethyl)-5-(4-cyanobenzyl)imidazole 



30 l-(4-Cyanobehzyl)-2-methyl-5-(2 , -methylbiphenyl-4- 
yloxy)imida^ole 
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5_(4_Cyanobenzyl)-l-(3-cyano-2'-trifluoro/nethylbiphenyl-4-ylmethyl)- 
imidazole 



5 2-Amino-5-(biphenyl-4-ylmethyl)-l-(4/cyanobenzyl)imidazole 



10 



15 



25 



2-Amino-l-(biphenyl-4-ylmethyl)-5/(4-cyanobenzyl)imidazole 



l-(3-Butylbiphenyl-4-ylmethyl)- y 6-(4-cyanobenzyl)-imidazole 



l-(3-Propylbiphenyl-4-ylmetl/yl)-5-(4-cyanobenzyl)-imidazole 



l-(4-Biphenylmethyl)-4-(4/-cyanobenzyl-2-methylimidazole 



20 l-(4-Cyanobenzyl)-5-[63-fluoro-4-biphenyl)methyl]imidazole 



l_(4_Cyanobenzyl)y5-[l-(4-biphenyl)-l-hydroxy]ethyl-2- 
methylimidazole 



l_(4_Cyanoben£yl)-5-(4-biphenylmethyl)-2-methylimidazole 



30 l-(4-Cyanol/enzyl)-5-[l-(4-biphenyl)]ethyl-2-methyl imidazole 



1 -(4-Cy a£obenzyl-5-[ 1 -(4-biphenyl)] vinylidene-2-methylimidazole 
and 



35 
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l-(4-Cyanobenzyl)-5-[2-(4-biphehyl)]vinylene-2-methylimida^ 

l-(4-[Pyrid-2-yl]phenylmethyl)P5-(4-cyanobenzyl)imidazole 

l-(4-[3-Methylpyrazin-2-yl]pnenylmethyl)-5-(4- 
cyanobenzyl)imidazole / 

10 / 

l-(4-(Pyrimidinyl-5-yl)pheiwlmethyl)-5-(4-cyanobenzyl)imidazole 

l-(2-Phenylpyrid-5-ylmetttyl)-5-(4-cyanobenzyl)imidazole 
15 l-(2-Phenyl-N-Oxopyridy5-ylmethyl)-5-(4-cyanobenzyl)imidazole 
l-(3-Phenylpyrid-6-ylmethyl)-5-(4-cyanobenzyl)irnidazole 
l-(3-Phenyl-N-Oxopyrm-6-ylmethyl)-5-(4-cyanobenzyl)imidazole 

l-(2-(3-Trifluorometwoxyphenyl)-pyrid-5-ylmethyl)-5-(4- 
20 cyanobenzyl)imidazoIe 

l-(2-(2-Trifluoron^ 
cyanobenzyl)imidazole 
25 / 

l-(3-Phenyl-2-Qhloropyrid-6-ylmethyl)-5-(4-cyanobenzyl)imidaz 
l-(3-Phenyl-4-chloropyrid-6-ylmethyl)-5-(4-cyanobenzyl)imidazole 

30 l-(2-Amino-2^phenylpyrid-6-yl^ 

l-(2-[Pyrid-2-yl]pyrid-5-yimethyl)-5-(4-cyanobenzyl)imidazole 

N- { l-.(4-Cyanobenzyl)- lH-imidazol-5-yl)methyl } -5-(pyrid-2-yl)-2- 
35 amino-pyrimidine 

Af,A^Zns(4-lmidazoleme^ 
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i>5 

C/ 5 



Af,A^fci.s(4-Imidazote 

A^6is(4-Imidazolemethyl^^ 
oxy]benzene 

Af,Ar-Z?zs(44midazolemet^ 
oxy]benzene 



10 N-(4-Imidazolemethyl)-A^-(A-nitrobenzyl)aminomethyl-3-^ 
carboxyphenyl)oxy]benzenf 



15 



A^-(4-Imidazolemethyl)-A^(4-nitrobenzyl)aminomethyl-3-[(3- 
carbomethoxyphenyl)oxv]benzene 

A^-(4-Imidazolemethyl)VA^-(4-nitrobenzyl)amino-3-(phenoxy)ben^ 
A^-(4-ImidazolemethyW-A^-(4-nitrobenzyl)amino-4-(phenoxy)benzene 



20 N-(4-Imidazolemethvl)-N-(4-nitrobenzyl)amino-4-(phenylthio)benze 

N-Butyl-A^-[l-(4-cyjanobenzyl)-5-imidazolemethyl]amino-4- 
(phenoxy)benzene 

25 7V-[l-(4-Cyanobenzyl)-5-imidazolemethyl]amino-4-(phenoxy)benzene 

N-(44midazolemethyl)amino-3-[(3-carboxyphenyl)oxy]benzene 

l-[N-(l-(4-cyanobenzyl)-5-imidazolylmethyl)-N-(4- 
30 cyanobenzyl)amino]-4-(phenoxy)benzene 

(±)-4-[(4-imidazolylmethyl)amino]pentyl-l-(phenoxy)benzene 

l-[(N-(l-(4-cwanobenzyl)-5-imidazolylmethyl)-N-(n- 
35 butyl)amino/methyl]-4-(phenoxy)benzene 
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4-[N-(l-(4-cyanobenzyl)-5-imi^^ 



5 (±)-4-[N-(l-(4-cyanobenzyl)-4-ipidazolyl^ 
(phenylsulfinyl)benzene / 

3-[N-(4-imidazolylmethyl)-N-/n-butyl)amino]-N- 
(phenyl)benzenesulfonamide and 



l-[N-( 1 -(4"Cyanobenzyl)-5-imidazolylmethyl)amino]-3-methoxy-4- 
phenylbenzene / 

4-{3-[4-(-2-Oxo-2-H-pyrMin-l-yl)benzyl]-3-H-im 
15 ylmethyl]benzonitrile / 

4-{3-[4-3-Methyl-2-ox6-2-H-pyridin-l-yl)benzyl]-3-H-imidazo 
ylmethyl]benzonitrile / 

20 4-{3-[4-(-2-Oxo-pip^ridin-l-yl)benzyl]-3-H-imidazol-4- 
ylmethyl]benzonitriie 

4- { 3- [3-Methyl-4-/2-oxopiperidin- 1 -yl)-benzyl] -3-H-imidizol-4- 
ylmethyl } -benzonitrile 



(4- { 3-[4-(2-Oxd-pyrrolidin- 1 -yl)-benzyl]-3H-imidizol-4-ylmethyl } - 
benzonitrile / 

4- { 3-[4-(3-M^thyl-2-oxo-2-H-pyrazin- 1 -yl)-benzyl-3-H-imidizol-4- 
30 ylmethyl } -benzonitrile 

4-{ 3-[2-Mdthoxy-4-(2-oxo-2-H^ 
ylmethyl } /benzonitrile 

35 4- { 1 -[4-ff5-Chloro-2-oxo-2H-pyridin- 1 -yl)-benzyl]- lH-pyrrol-2- 
ylmethyl } -benzonitrile 



(phenylthio)benzene 



10 
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10 



4-[l-(2-Oxo-2H-[l,2']bipyridinyl-^^ 
benzonitrile 

4-[K5-Chloro-2-oxo-2H-[l^ ! ]bipyri^^^ 
y Imethy 1] -benzonitrile 
4-[3-(2-Oxo- 1 -phenyl- 1 ,2-dihydro 
ylmethyljbenzonitrile 

4-{3-[l-(3-Chloro-phenyl)-2-oxo-l,2-di^ydropyridin-4-ylmethyl]-3H- 
imidazol-4-ylmethyl } benzonitrile 



15 



or a pharmaceutical^ acceptable salt/ disulfide or optical isomer 
thereof. 

11. The method according to Claim 4 wherein the prenyl- 
protein transferase inhibitor is selected from: 



2(S)-[2(S)-[2(R)-Amino-3-mertfapto]-propylamino- 
20 3(S)-methyl]-pentyloxy-3-phe)4ylpropionyl-methionine sulfone 
isopropyl ester (Compound 



HS, 
H 2 N' 




1 -(3-Chlorophenyl/-4- [ 1 - (4-cy anobenzyl)- 5-imidazoly Imethy l]-2- 
25 piperazinone; 



- 321 - 



WO 98/54966 




PCT/US98/08646 



Pi 



(R)-l-(3-Chlorophenyl)-4^1-(4-cyanoben^ 
(ethanesulfonyl)methyl]-2-piperazinone; 

4-[l-(5-Chloro-2-oxo-2H-[l,2']b^ 
ylmethyl]-benzonitrile and 

l-[N-(l-(4-cyanobenzyl)-5-imidazolylmethyiy-N-(4- 
cyanobenzyl)amino]-4-(phenoxy)benzene 



10 or a pharmaceutically acceptable salt, disulfide or optical isomer 
thereof. 



12. The method according tb Claim 4 wherein the 
antineoplastic agent is paclitaxel and the/prenyl-protein transferase 
15 inhibitor is 

2(S)-[2(S)-[2(R)-Amino-3-mercapto]-riropylamino- 
3(S)-methyl]-pentyloxy-3-phenylpropipnyl-methionine sulfone 
isopropyl ester (Compound A) 



HS 



HUN 





O 




20 13. A method of treating cane 

thereof which comprises administering to 
prenyl-protein transferase inhibitor and i 
radiation therapy. / 




a mammal in need 
mammal amounts of a 
to the mammal 
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14. The method according to Clairfi 13 wherein the amount 
of a prenyl-protein transferase inhibitor and tjae radiation therapy are 
administered simultaneously. 

15. The method according to Claim 13 wherein the amount 
of a prenyl-protein transferase inhibitor is /administered first and the 
radiation therapy is administered after the/ prenyl-protein transferase 
inhibitor has been administered. 



10 16. The method according to Claim 13 wherein the prenyl- 

protein transferase inhibitor is selected from: 

2(S)-[2(S)-[2(R)-Amino-3-mercapto]-i/ropylamino- 
3(S)-methyl]-pentyloxy-3-phenylprop/onyl-methionine sulfone 
15 isopropyl ester (Compound A) 



HS 



H 2 N 






20 



l-(3-Chlorophenyl)-4-[l-(f-cyanobenzyl)-5-imidazolylmethyl]-2- 
piperazinone; 

(R)-l-(3-Chlorophenyl)/4-[l-(4-cyanobenzyl)-5-imidazolylmethyl]-5-[2- 
(ethanesulf onyl)methy W -2-piperazinone ; 



4-[l-(5-Chloro-2-oxd-2H-[l,2 , ]bipyridinyl-5 , -ylmethyl)-lH-pyrrol-2- 
25 ylmethyl]-benzonitriie and 



- 323 - 



WO 98/54966 




PCT/US98/08646 



l-[N-(l-(4-cyanobenzyl)-5-imidazolylmethyl)-N-(4- 
cy anobenzy l)amino] -4- (phenoxy )benzene 



20 



or a pharmaceutically acceptable sa 
thereof. 



disulfide or optical isomer 



17. The method according to Claim 13 wherein the prenyl- 
protein transferase inhibitor is selected from: 

10 2(S)-[2(S)-[2(R)-Amino-3-mercapto]-propylamino- 

3(S)-methyl]-pentyloxy-3-phenylpropionyl-methionine sulfone 
isopropyl ester (Compound A) 




15 or a pharmaceutically acceptable salt, disulfide or optical isomer 
thereof. 



18. The method according to Claim 13 wherein the prenyl- 
protein transferase inhibitor is: 

l-(3-Chlorophenyl)-4-j;i-(4-cyanobenzyl)-5-imidazolylmethyl]-2- 
piperazinone; 

or a pharmaceutically acceptable salt thereof. 



25 
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19. The method according to Claim 13 wherein the prenyl- 
protein transferase inhibitor is selected from: / 

(R)-l-(3-Chlorophenyl)-4-[l-(4-cyanobenzvl)-5-imidazolylmethyl]-5- 
5 [2-(ethanesulfonyl)methyl]-2-piperazinoney 

or a pharmaceutically acceptable salt or optical isomer thereof. 

20. The method according/to Claim 13 wherein the prenyl- 
10 protein transferase inhibitor is selectecyfrom: 

4_[ 1 -(5-Chloro-2-oxo-2H- [ 1 ,2']bipyrLttinyl-5'-y lmethy 1)- 1 H-pyrrol-2- 
ylmethylj-benzonitrile and / 

15 or a pharmaceutically acceptable salt thereof. 

21. The method according to Claim 13 wherein the prenyl- 
protein transferase inhibitor is scflected^Trom: 

20 l-[N-(l-(4-cyanobenzyl)-5-imidaz9ly)methyl)-N-(4- 
cyanobenzyl)amino]-4-(phenoKy)l 

or a pharmaceutically acceptable salt thereof. 

25 22. The method according to Claim 13 which additionally 

comprises administering/to the mammal an amount of an antineoplastic 
agent. / 

23. The method according to Claim 22 wherein the amount 
30 of a prenyl-protein transferase inhibitor and the amount of an 

antineoplastic agent /are administered simultaneously. 

24. The method according to Claim 22 wherein the amount 
of an antineoplastic agent and the amount of a prenyl-protein transferase 

35 inhibitor are administered consecutively. 
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25. The method according to Claim 22 wherein the prenyl- 
protein transferase inhibitor is selected from: 

5 2(S)-[2(S)-[2(R)-Amino-3-mercapto]-proi|(ylamino- 

3(S)-methyl]-pentyloxy-3-phenylpropionyl-methionine sulfone 
isopropyl ester (Compound A) 



O 




o 2 s 



10 l-(3-Chlorophenyl)-441-(4-cy£nobe 
piperazinone; 



15 



mzy l)-5 -imidazoly lmethy 1] -5 - [2- 



(R)-l-(3-Chlorophenyl)-4-[/-(4-c> 
(ethanesulfonyl)methyl]-2-piperazinone; 



4-[l-(5-Chloro-2-oxo-2I^[l,2 , ]bipy^ 
y lmethy 1] -benzonitrile 



l-[N-(l-(4-cyanobenzylj|-5-imidazolylmethyl)-N-(4- 
20 cyanobenzyl)amino]-4-yphenoxy)benzene 

or a pharmaceuticalW acceptable salt, disulfide or optical isomer 
thereof. 



25 



26. A/pharmaceutical composition for achieving a 



therapeutic effect i 



n a mammal in need thereof which comprises 
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5 



amounts of at least two therapeutic /agents selected from a group 
consisting of: / / 

a) a prenyl-protein transfe/ase^rnhibitor and 

b) an antineoplastic agenty 

27. The pharmaceutical composition according to Claim 26 
comprising an amount of a prenyl-protein transferase inhibitor and an 
amount of an antineoplastic ageilt. 



10 28. The pharmaceutical composition according^ to Claim 26 

wherein the therapeutic effect is treatment-of cancer. 



29. The pharmaceutical composition according(to Claim 26 
wherein the therapeutic effect is sheeted from inhibition of cancerous 
15 tumor growth and the regression of cancerous tumors. 



20 




30. The composition according to Claim 27 wherein the 
antineoplastic agent is paclitaxel and the prenyl-protein transferase 
inhibitor is 

2(S)-[2(S)-[2(R)-Amino-3-mercapto]-propylamino- 
3(S)-methyl]-pentyloxy-3-phenylpropionyl-methionine sulfone 
isopropyl ester (Compound A) 




31. A method of preparing a pharmaceutical composition 
^5 ' for achieving a therap/eutic effect in a mammal in need thereof which 
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comprises mixing amounts of at least two therapeutic agents selected 
from a group consisting of: 

a) a prenyl-protein transferase inhibitor and 

b) an antineoplastic agent. 

32. The method of preparing / a i pharmaceutical composition 
according to Claim 26 comprising mixing An amount of a prenyl-protein 
transferase inhibitor and an amount oi arr antineoplastic agent. 
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